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1. This international preliminary report on patentability (Chapter I) is issued by the International Bureau on behalf of the 
International Searching Authority under Rule 44 bis.i{a). 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter I) instead. 



3. This report contains indications relating to the following items: 





Box No. I 


Basis of the report 


□ 


Box No. II 


Priority 


□ 


Box No. ni 


Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 




Box No. rv 


Lack of unity of invention 




Box No. V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 


□ 


Box No. VI 


Certain documents cited 


□ 


Box No. VII 


Certain defects in the international application 




Box No. Vni 


Certain observations on the international application 



4. The International Bureau will communicate this report to designated Offices in accordance with Rules AAbis. 3{c) and 92bis.\ but 
not, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority 
date (Rule Ubis .2). 
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22 February 2006 (22.02.2006) 


The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. +41 22 740 14 35 


Authorized officer 

Yoshiko Kuwahara 

Telephone No. 44 1 22 338 90 90 
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INTERNATIONAL SEARCHING AUTHORITY 



To: 



PCT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 436/ J. I) 



Date of mailing 
(day/month^year) 



Applicant's or agent's file reference 

IFP-683 



FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 

PCT/JP2004/004019 



International filing date (day/month/year} 

24.03.2004 



Priority date (day/month'year) 

26.03.2003 



International Patent Classification (IPC) or both national classification and IPC 



.Applicant 

NIHON MEDI-PHYSICS CO. LTD. 



1 . Tliis opinion contains indications relating to the follo\ving items: 
Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novehy. inventive step and industrial applicability 
Lack of unity of inN'ention 

Reasoned statement under Rule 436/5. l(aXi) with regard to novelty, inventive step or industrial 
applicability: citations and explanations supporting such statement 

Certain docimients cited 

Certain defects in the international application 

Certain obserx'ations on the international application 

FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
hiternationa! Preliminar>' Examining Authority ("IPEA") e.xcept that this does not apply where the applicant chooses an Authority otiier 
than this one to be the IPE.A and the chosen IPEA has notified the International Bureau under Rule 66. 1 ^/^b) that written opinions of 
this International Searching -Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPE.A. the applicant is invited to submit to the IPEA a 
written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing of Form 
PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 

For fiirther options, see Form PCT/ISA/220. 
For fiirther details, see notes to Form PCT/ISA/220. 





Box No. I 


□ 


Bon No. II 


□ 


Box No. Ill 




Box No, IV 




Box No. V 


□ 


Box No. VI 


□ 


BoxNo. VII 




Box No. Vm 



Name and mailing address of the ISA^JP 


.Authorized ofllcer 


Facsimile No. 


Telephone No. 



Fornj PCT/ISA/237 (cover sheet) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 

PCT/JP2004/004019 



Box No. I 



Basis of this opinion 



With regard to the language, this opinion iias been establislied on the basi;; of the international application in the lang^iage in which it was 
tiled, unless otherwise indicated under this item. 

□ Tliis opinion lias been established on the basis of a translation from the original language inio the following language 

, which is the language of a translation fiimished for the purposes of international search (under 

Rule 12.3 and 23.1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessarv' to the claimed 
itn cnlioii. tliis opinion has been established on the basis of: 

a. type of material 

I I a sequence listing 

I I lable(s) related to the sequence listing 

b. tbrmat of material 

I I in written format 

I I in computer readable form 

c. time of ftling/fiiniishing 

I I contained in the international application as filed. 

I I filed together with the international application in computer readable fonn. 
I I tiirnished subsequently to this Authority for the purposes of search. 

I I In addiiion, in the case tliat more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed or 
furnished, the required statements that the information in the subsequent or additional copies is identical to that in the application a.<; 
11 led or does not go beyond the application as filed, as appropriate, were ftimished. 

.Additional comments: 



Fonn I'CT/ISA/237 (Bo.\ No. I) (Jamiar>' 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Inleniatioiiai application No. 

PCT/JP2004/004019 



Bov No. IV 



Lackof uiiitv of invention 



In response lo the invitation (Form PCT/IS.A/206) to pay additional lees the applicant has: 




paid additional fees 

paid additional fees under protest 

not paid additional fees 



2. 



Tilts Authorit>' found tlvit the reqiuremeni of unity of in\'ention is not complied with and chose not to invite the applicant to pay 
additional fees. 



3. Tliis .AuthoritN' considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
I I complied with 

\^\\ not complied with for the following reasons: 



The inventions of clainns 1-45 and the inventions of claims 46 and 47 comprise two 
groups of inventions. 

The special technical feature of claims 1-45 is a compound having affinity for 
calcified tissue represented by the formula (AC)a-MC-(LI)b and a drug, diagnostic 
agent, etc., containing the same. 

On the other hand, the special technical feature of claims 46 and 47 is a method for 
selectively modifying a terminal amino group by conducting a reaction synthesizing a 
carbamate using a terminally reduced amino oligosaccharide comprising one or more 
monosaccharides selected from a group consisting of glucosamine, mannosamine, and 
galactosamine. 

As a result, this examination finds that no technical relationship involving one or 
more of the same or corresponding special technical features exists among these groups 
of inventions, and they do not constitute one group of inventions so linked as to form a 
single general inventive concept. 



4. Consequently, this opinion has been establislied in respect of the folloAving parts of the iniernation;)! application: 




all parts 

the parts relating to claims Nos. 



Form PCT/lSA/237(Bo.\No. IV) (JanuarN- 2004) 



WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING AUTHORITY 



Inlcninlioiial application No. 

PCT/JP2004/004019 



Box No. \' Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or ijidustrial upplicnbility; 
citations and explanations supporting such statement 



I. Slalenient 

Novelty (N) 

Inventive step (IS) 



Claims 
Claims 

Claims 
Claims 



2, 4, 5> 8-17, 20, 22-30, 46, 47 yes 
1, 3, 6, 7, 18, 19, 21, 31-45 no 



46, 47 



1-45 



Industrial applicability (I A) Claims 
Claims 



1-47 



YES 
NO 

YES 
NO 



2. Citations and explanations: 

Document 1 : JP 2002-187948 A (Sumitomo Chemical Co., Ltd.) 5 July 2002 

Document 2: WO 89/1 1 877 Al (NEORX CORPORATION) 14 December 1989 

Document 3: JP 2001-1 14792 A (Nihon Medi-Physics Co., Ltd.) 24 April 2001 

Document 4: JP 4-202197 A (Ihara Chemical Industry Co., Ltd.) 22 July 1992 



<Claimsl,3, 6, 7, 18, 19, 21, and 31 -45> 

Based on the description in document 3 cited in the international search report, the 
inventions of claims 1, 3, 6, 7, 18, 19, 21, and 31-45 lack novehy and an inventive step. 

Document 3 describes bisphosphonic acid derivatives represented by Formulas (7)-(10), 
(12), (19), (23), and (27), etc., that are useful as the active ingredient in an agent for bone 
diagnosis and a drug for the treatment of bone disease, and these compounds contain within 
their molecule a ligand that can bond to an organic phosphonic acid and/or metal atom, and 
the residue of a compound having a plurality of functional groups such as a halogen, amide 
group, etc. 

<Claims l-45> 

Based on the descriptions in documents 1-3 cited in the international search report, the 
inventions of claims 1-45 lack an inventive step. 

Document 1 states that an amide compound wherein an amino oligosaccharide is 
modified by a polyamino polycarboxylic acid such as ethylenediamine tetraacetate, 
diethylenetriamine pentaacetate, 1,4,7, 1 0-tetraazacyclododecane-l, 4,7, 10-tetraacetate, etc. (a 
ligand that can form a chelate with a metal atom), can be used as a diagnostic imaging agent 
by forming a complex with a radioactive or paramagnetic metal atom). On the other hand, 
documents 2 and 3 state that a compound having a ligand that can form a chelate with a 
metal atom and a bisphosphonic acid site within its molecule can be useful as an agent for 
bone diagnosis and a drug for the treatment of bone disease. This being the case, this 
examination finds that based on the information in documents 2 and 3 persons skilled in the 
art can make a substitution using bisphosphonic acid in the amide compound that is useful as 
a diagnostic agent described in document 1 to give it functionality as a drug to treat (bone) 
disease. 



Form PCT/ISA'237 (Bo.\ No. V) (Januan' 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Intematiuiial application No. 

PCT/JP2004/004019 



Box No. Certain obsenations on the uitemational applicntiun 



Tlie following observations on the clarity of the claims, description, and drawings or on the question whether the claims are ftilly supported by 

the description, are made: 

The compound having affinity with calcified tissue represented by the formula 
(AC)a-MC-(LI)b of claim 1 includes an extremely large number of compounds. However, 
only a very small portion of the compounds represented by that formula are fully disclosed 
in the sense of PCT Article 5 or fully supported by the specification in the sense of PCT 
Article 6. 



Fonn PCT/ISA/237 (Box VII!) (Januan- 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. 

PCT/JP2004/004019 


Supplemental Box 



In case the spare bi any of the preceding boxes is not sullicient. 

Contiiumtion of Box V.2: 



In addition, the specification of this application merely discloses that when the 
compound represented by Formula VI- 1 is used, a more rapid elimination from the urine and 
clearance from the blood than the commercial product MDP are provided, and this 
examination cannot verify that an advantageous effect equivalent to that specifically 
disclosed is provided when other typical compounds represented by the formula 
(AC)a^MC-(LI)b are used. Therefore, this examination finds that the inventions of claims 1- 
45 do not provide a particularly outstanding effect that could not be predicted by persons 
skilled in the art from the inventions described in documents 1-3. 



<Claims 46 and 47> 

None of the documents cited in the international search report discloses the inventions of 
claims 46 and 47, and therefore these inventions are novel and involve an inventive step. 

More specifically documents 1-4, which are recognized as the most relevant prior art 
documents, do not disclose a method for selectively modifying a terminal amino group by 
conducting a reaction synthesizing a carbamate using a terminally reduced amino 
oligosaccharide comprising one or more monosaccharides selected from a group consisting 
of glucosamine, mannosamine, and galactosamine, etc. 



Form PCT/ISA/237 (Supplemental Box) (Jamiar>' 2004) 



